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WARNING 
PROLEUKIW (aldesle&fl for m,efllonj should k admmlstered only m a hospnaf sethng under the SUPerWJn 01 a Wallfled 
PhWan expenenced In ihe use 01 an,l.cancer agems An unensw care taCtkly and SPeCtakSls skilled In can%Jutm0narY Or 
rnlensrye care medrcrne mun be avadable 
Profeukmadmmrar~ron hasbeen assocraled wrlh r,aprtlaryteaksynOr0n% fCL5) CLSresuhSmhypolenSt~andreduced0rgan 
PerfusrOn whrch may be sewe and can result rn death 
Therapy wh Pmleubn st&~ be rasvmed lo pattents mh wmul cardtac and culmor\ary MctlonS L deemed bv mafkum stress 
teslmg and tormal pulmonary lunaron fesbng Extreme caum should be used in pallenls wdh normal thallm stress tests afld 

pulmonary IunCbOn lesls MO have a hIstOry Of pnor Cardiac Or PUfmOnav dtsease 

F’roleukrn adnwhahon should be held rn palrenls developmg moderare lo severe lelhargy Or somnofence. conbnued admmrs- 
:rabon may result rn coma 

. 

- 
GESCRIPTION 
FPOLEUKIK fafdesfeufan). a human recomMam nedeukrn2 Pmducl Da fwhly punfied pmran wtfh a nkIfecufar%lfrf of appmxfmafefy 
l5 3rXl dalfons The chemtcaf name ts des-alanyl-I senne-125 human mlerfeubn-2 Pmleukm. a lymphokme. IS produced by recom- 
b@anf DNA lechm%gy usng a genewfy engtwered E cc4 SIram cmfxq an anabg of the human rrMetd0n2 gene Genebc engtneer- 
rng techniques wereused 10 moddy the human IL.2 gene and me resulhng exPresstOn clone encodes a modtfted human mlerfeukm-2 
Thrs recombmam form drfters from nalrve mlerfeukm-2 tn lfre tdlmmg ways al Proleuktn IS no1 gfvcosytafed beCaUSe q IS dewed fmm 
[ CO/I b) The molecule has no N-termmal alanme. the codon for fhts ammo acrd was deleted dunng the genetIC engmeenng proce. 
&re, c) The m0tecule has Sew subnfluled lor cysletne at amm0 acd Posttlon 125. lhts was accompkshed by Stfe SPeCtftC mafllpula- 
non dunng the genebc engmeenng procedure and dj Ihe aggregalron stale of Profeubn IS kkely lo be ddferenl from that 01 nalrve 
rr:erfeukrn-2 

fltotogrcaf atfryltles lested rn wo lor the natrve nonrecotirum nc4ecufe tw been RPmdUCed mth Pmfeubn ’ ’ 
mieukm for lrqecfkxt 6 suppked as a nenfe whde lo ott.wMe w We m *Use v& unended for tmrawtous (IVl admtna- 
nabon When reconsbl~ted wh I 2 mL Stenle Water for ~ntecnon USP each mt cmnams 19 rmlkOn IU (1 1 mg) Pmleuktn. 50 mg 
.nwm@ and 0 18 mg sodtum r,adecyt s&ale. buttered wf~ appmwnatefy 0 17 mp m~n~bax and 0.99 mg drbastc sodtum Pftosphale 
toa;Hof 75tange 7210 781 The manufa~unng process for Proleukm tmdveSfermenlabon ma defrned medrumconlammg letracy 
cfme fr@chlonde The presen:e of 1he anbbtot~c 6 not deleclabfe tn the fmaf Pmducl pmfeukm COntarnS no PreseWabveS In the fmaf 
prcduc1 
Pmteukrn brdogrcalpmencyrs derermmed by a fymphocyteprOkkR*nrbkXSSdy andrSaPcessed rn fnfemabonaf UndS ffUl asesfab- 
ksned by the Wond Health Organuahon lsr lntemalkmal SIanbard tM ntenwCln 2 lhumanl The refawnshtp between P0lenc-y and 
pmtem mass IS as foffows 

CLINICAL PHARMACOLOGY 
Proteulun’ has been shwn to possess the bologrcal aclMty Of human MM rnteneukm2 ’ a In vim studtes performed on human 
cd !utes demnsb-afe the rmmunoregufatwy propews of Protewn at&b-g af enftawemmt of lymphcwe m%?ewrs and Rtmu- 
tanon of tong-term gro& 01 human Intwleukm~2 dependem cetf knes br mhwemmt ot ale cyloloxetty. c) mducbon of 
truer cdl ~fympfmkme-actwaled (LAK) and natural INK11 anMy and dl Muclkm of mlertetongamma Pr0duclton 

The In wu admmmratlon oi Pmieukm tn setecf munne bunor nxdets and n lhe ckmc fY0dtXeS mumple tmtRmOt0giCal effecls tn a 
oose demxfea manner Thest eftects rnclude acwaftcn 01 ceeubr tmmnrfy \nth ~mfound tv@xyrosrs eounophtka. and lhmmbo- 
cyropenla and1heproducbon0f cymkmesmcfudmglum0r necrosrs factor IL.1 andgamma mterferon ‘ln nw expenmems rfl munne 
fur?wmod&haveshwlln0flumorgnJwm~The~ mRYWKm(y&ChRC4elMrQ&fesISanbKt~aCtMtytnRlmafS 
and humans ts unknwn 

Pwtna&ioaicr: Pmleukm eatsls as bic&grcally acbve ncn-covatenlly bound mrroaggregnes wtth an average srie of 27 recom- 
bk1antmaftau62nk1fe& ThesofuMmgapent.sobumdode@sMate mafhwnmeRmdtekme0cpnxwbesofmtsprLkwf 
lhe pharmacokmebc prohfe of Proleukrn IS characterued by htgh ptasma con6emrabons totlcwng a shorl IV mluston. raped drslnbu- 
bon lo exbwascufar. eabacellufar space and ekmtnahw from me body w metatism NI me kidnets rnlh knle or no btoaclrw protern 
eweted m the unne 

The serum hatt-hle (1 1121 CLMS of Pmteutan rematnmg yn me ptasma are wtved tmm studtes @me m 52 cancer pabenls tollowng 
a 5 mnute IV mfusmn ’ These patlems were shown lo fwke a drslr&mon aw etmunafum 1 1:2 of 13 and 85 mmufes. respecftve~ 

Ihe~i~~capddearancerateol~hasLdlodosapcscheM~~~tROumt shmttnlw0ns Obsewedsemm 
fevers are pmp~mml lo fhe dose of Pm&km 

Fdtwmg ihe mmat rapd organ dtRnbu!ton descnbed above. the fmtnaly route ot clearance ot ctrculaltng Pmleukm IS the ktdney In 
humans and anrmafs. FlWeJtn ts Cleared from the ctrcufa0on & botfr gtomerutar hffrattw and pantubular exlracbon tn lhe ktdney I * 
Thrs dual mechantsm for delwery of Pmfeukm lo the proxrmal tubute may accarnt for lhe pmservabon of clearance tn pabents mfh 
nstng serum creannme values Greater than 80% 01 lhe anwn of Rorutn drsmbuted IO p&ma cfeared from lfte ~uc~lab~n and 
presented lo lhe k&y 6 melaboflred lo ammo acuk n fhe cef& knmg me pmxrmal cawluled lubules In humans, lhe mean clear. 
anceratetncancerpabents6268mLfmtn’ 

cli*lr~:iwohunandsndmtv-hHp~~~~~~~~~~~~u~ Tmatmenf 
was pven by the every 9 hour regnnen tn 7 ckmcaf sfudtes coMuchad n 21 uts?m~tyy~s lo be eltpble for study, paIlems were requued 
to~bdmrarmWy~dause.Eanem~~~lHXX;I~StahafPS~olOorl(see~I). 
aM normal organ funcfron tnchtdmg rwrrnal urdtac s’hess lest nd pwmnary turxbon tests Pabents wtft braln nwastases. acbw 
n(enmS ~na~ransald~ausregwnnpaemdlnnmnnrrneoMM InaddnHn nwasnol~thal218ot~e255~854b) 
~amshadunderponenepnrectomypnorlolredlmem~mM~ 
RD(e\dun~~g~nby15nnutelV~tuwwl~ry~hounloruploSdays1manmumo( 1460~s) Norreamentwasgrwtondays 
5 to 14 and men dosmg was repeated for up lo 5 days m days 15 lo 19 imarunum of 14 doses1 These 2 CyCles cmanuted 1 course 
Of lhew AIf DabemS were Vested Wh 28d0% w unbf doseln~~lng IwcQ Dc~urred fequmng ICIJ~teM suppon PaUenls recetved 
a madran of 2Cf of 28 XftedLled doses of Profeubn Gases were ftetd for speeds loxrcmes (See “WAGE AN0 ADMINISTRATION” 
&ftcn “fJaaeMal~Sub%cWn~ Aranefydserwsadwseewn~sweenmuntenzdtnck&-q ftypofe.nsw~na/anuna. 



. 

rr,ental statuschangestncludmg coma. pulmonarycongesoonand~nea. b. .Jmg. resprratory fatlure leadmg IO mtubaoon. ven. 
tmufar armythmlas. vocardlal Menua and/or mfarchon rteus or mteftrnal pertoratron renal farlure reoumng dla4Ss. gangrene. 
KW~~ sepws and death Gee WYERSE fKhCn0Kg- smront 

Oue to the toxrcrtres encountered dunng the clmc.~ trials me~t,,pto6 mj me @amwg concomrtam mednxbons ACetanWlOphen 
~ndo~nweredaned~mmedla~pnorto~mROvnfRRr ReMlfunamwaspartlcufathl~ocedbecauseMlometha. 
cm may cause svergrsbc nephrotoxrcrty Meperuhne was added to CC,WI the ngon assocrated wrth fWpr Ramtrdme or crmet~rrte 
*e~ given for propfrylakts of gastromteshnaf nrrtahon ano meeding ~ntremetrs and amldranheals *hre used as needed to treat other 
gasfmkntesfktaf s& effects These medrcaoons nere drsconthnred 12 hours after the Ian dose of profeukm Woxtmne or drphen 
hydmmrne we” usedtocontmt symmomstmmprurrtrc rashesandcononued unbl msolutron 01 pruntts K0TE: Riorlpthe uaeofahj 
pmducf menfmncd In *a Wgnph. the frhyakian atmufd rebr fe fhe package rnaert br fhe m poduct. 

for the 255 paoents In the Pmfeuktn database, obpctlvo response was seen tn 15% or 37 pahems wrth rune 14%) complete and 28 (11%) 
pamal responders The 95% conftdence mterval for response was 11 to 20% Onset of tumor regressron has been observed as early 
as 4 weeks after COmPletlOn Of the first course of treatment and tumor regressron may contmue for up to 12 months after the start of 
treafrner-n Ourabfe responses were achieved wtth a medtan dmahon of obpctrve (pamal or compfetet response by kapfan-Meter pm 
of 23 2 months It to 50 months) the medran durahon of obfectwe partral response was 18.8 months The pmporbon of mspondmg 
pattents who wtll have response duraoons 0112 months or greater IS protected to be 85% for all responders and 79% tor pabents wm, 
pamal responses fkaplan-Mererf 

ComPfefe Rrlial 
?fz” 

Onset d Median Dorah 
&sspondefs Wmsdeo RcWanr ~MWs 
-$G 28 fll%) 15% 1 to 12 mos 23.2 months 

(range l-50) 
. ~senasobsenedmbothkmgandnm-fxg9tesleg h~rrlynphncde renalbedrecunences.soffhssue~ FabentsMh~ 

bulky festons ( > 5 x 5 cm) as well as large cumufatwe tumor burden f >25 cmt tumor area) achreved durable responses 

A,, analysts of pmgnOShC faCtOn showed that performance status as dehned L? the ECOG (see Table II was a sgmhcant predrctor of 
,esponse Ps 0 patlents had an 18% cverall rate 01 obtectrve response whrch rncluded all 9 complete response patrents and ‘21 of 28 

pnlal response paoems P5 1 paoems had a Icwr rate ot response @%I. all of whrch were panral responses In thus gmup R was nota_ 
ofe that 6 01 the 7 responders had Rsofutron Of tumor related symptoms and rmproved performance status to PS 0 All seven patrents 
Wre fully funchonal and 4 of the 7 returned to work. suggestmg that responses among the PS 1 patrents were ckrucally meanmgfu 
as WII fsee Table If) 

fn arjdnhttt, the frequency of taxicnV was alated b Iha pdomunce status. As a wup PS 0 patients. when c~npvad with prj 1 
~~lar~d~~k~~rn.~~~~K~,~~nlk~~~s~K~,~ 
(or, K 6%). coma jl% K 6%). 61 bleeding (4% K 9%). md sspsts (6th K 18%). lhess differences In loskily m I&CM 
khc~mean~kR~~~~g~OK3dyr)ardlrthemodrp~~~O~ku~ 
&sg a delayed I >7 days) dischsqe hm the hospital (8% vs. 19%). 

TABLE I 

PERFORMANCE STATUS SCALE 

Palmnnce smua Equfvalent Rebmuhcc Sfatur Mindions 

ECOG’- 
0 Asymptomanc 
1 8zt3 Symptomatr. fully ambulatory 

: 
Symptomaoc. tn bed less than 50% of day 
Symptomahc. m bed more than 50% 01 day 

4 M30 8edndden 

2ub& 00 et al J Chmn 0s 11733.1960 

TABLE II 

PROLEUKIN RESPONSE ANALYZED By ECOG’ PERFORMANCE STATUS (PS) 

he-treatmen! No of Pahents 
RcZZe 

% of Pabents On-Study 
EC00 ps Treated fn=255r Respondrng Death Rate 

0 166 9 21 18% 
1 M 0 7 9% :z 

r2 9 0 0 mb fJ% 

‘Eastem Cma~?raW Oncdop~ GNP 

lNOlCATlONS AN0 USAGE 
m fab%iedW IS &cated for the tredtmertt of aduhs I L 18 years of age) wrth metastaoc renal cell carcmoma 

CarehapaMt-~mandatothe -dRM)n See%ONRWNMMows’:“wwIINGS”ti”pREuu_ 

TIONS” SecWs WrdlnD DaM ScnnUng. nduWl Rcommmded carduc and putmonary funchon tests and laboratory tests 

Enfuahonofcf~st~todatenWafst~patkarttS~ mMFfivORbl(fUX;pe~wmance~atuS(fCOGPSO)attrearmemrnm- 
atron respond better to prolculun fi a h@er msponse rate and lower tmmrty (See “CLtNItXLPtURMWL00Y” Sectton “Oini. 
d&&ace-Subsenan) Therebn~dabmdwfmtstr-Mm aswsmeaoipe-statla.asdesnrbed 

mTaMl 

t1penencenpatrentsWthPs >1aextremefybnWed 

CONTRAINOIUTIONS 

f%Wkm fatdesJeukJnt 6 CMltrUndlCPed m WMtS *Im a bmn Wmy ot hypcryn%tMty to tmeneukm-2 or any component of the 
Roteufun tormulabon 

Patrents wrth an abnormal thafkum stress test or Wfmonarv fuxtm tests are e&dad fmm treatmenf wdh Pro&km Pabenfs MM 
organ ak@lS should be Uckletl I wil In a&MtOn feWeafmtnl rnlh f’nJfeWn rs cantramdrcated In pahents who expehenced the 
~toucdreswhderecemnganearfrercourseolmmOy 

l Warned ventncutar tactrtzartha ( z 5 bensl 

l C%WC Whm dtWbancM not CoMfdM of ta-mocmvl to management 

l f9ecurrent chest parn wrth EC0 changes consrslent mm Mpma or nyxardral rntarctton 

l kttubatKn rRywred > 72 hours 

l Pencardral tamponade 

l Renal dysfunchon reoumng dlalps > 72 hours 

l coma or toxic py3N?sls lasttry A8 hours 

l Rermtw M d~thcutt to comrm sewres 
l Bowl lschma/pemratlon 

l GI bfeedmg remrmng surgery 



& chan9es 

Because of the seve 
re adwISe wents wnlch generally accomoany Pro@utm theracy at the recommended dosages, thorough ckn,cal 

evaluatlm shou 
M be p&Ormed 10 exclude tmm treatment Palems m w”‘fleam CardIaC. p3kTMarJ R”al hepat% or CNSlmpalrRm 

Should adverse 4. 
nts occur. whXh requrre dose ?pdlllCabOfl. dosage Should be wdhheld rather than reduced (se **DOSAGE ANO 

ADMIN,mArhJN Sectron “Dose Miifiulin Subsecbon) 

hoaukln may exacetiate drsease SvmPtOmS In Dabe”ts wrth Ck”lCailv uhrecognlzed Or untreated CNS metastases Att pallems sho&j 

have rhomu9h eyaluatlon and treatment Of CNS metastases Pnor to recervmg Proleukm therapv They should be “eurotogrcallv stable 
~,h a ne9at,ve m scan In addIllon. extreme catman should be exercised In treabng pabents wdh a hrstorv of serzum ,jlsorder because 
p,r$eukjn may cause %lzUreS 
,nlenS,,,e proteukm treatment IS assocrated wrth ImpaIred neutroPh~l fuhclmn (reduced chemotaxls) and ath an mcreased$k of ds. 
semnared &ctm. ncludng Sepus and bactm endocard~% m treated pabe”ts t%equenUy preeusllng bauenal mtec~+~ &~kj 
be adequately treated prior to l”rtratro” ot Proleukl” therapy Mdrtlonallv. all pabents wdh mdwelkng central k”es should recap anb. 
~,a pmpuaxi5 eiieclwe a9amst Saumus ” ” MMbC Pm@@Js ~MJ has been as%iated !wth a reduced cadence of staphylococ. 
cal ,n,ect,ons tn Proleukl” studies Includes the use of OxM~n. nafcrlk”. C~Pmftoxacm. or vancomyun Wssermnated mtecbons acqujred 
,” ,“e Course 01 Proleukl” treatment are a major contnbutor to treatment morbldrty and use ot anbblobc prophylaxis and aggmNve 
,reatn,ent 01 suspected a,“d documented nJfeCbp?s may reduce the morbld”y 01 Proleuktn treatment, NOTE: R~OI to the u,se ,yj IRK 
pmduc( m&oned In lhts PxlpmPh. the P&Cm should rslm lo the palups im lot MS mspeelii pmd~l. 

~R@ALJT~ONS 
Gcnenl: Pauents should have normal Cardiac. PulmOnarY. hepabc and CNS funcbon at the stati ot theram. Pabents who have had a 
nrnhreCtOrrjv are sell ekglble for treatment 11 thev have Serum Creaunme levels 5 1.5 mg/dL. ,._, 
Mverse events are Ireguent. otten serrous. and somebmes fatal 

Cap,llarv leak syndrome IRS) beprnS lmmedlately aber Proleukl” treatment starts and IS marked by Increased capdlary permeabdrty 
to prote,n and fluids and reduced YaSCUlar 1One In most pabe”&. *IS results In a concomdant drop In mean artenal blood pressure 
wlrh,n 2 to tz hours aher the starf of treatment With conbnued therapy. cknlcally slgmhcant hypotensmn (defined as systokc blood 
pressure b&au 90 mm Hg or a 20 mm H9 dmp from basekne SvMc Pressure) and hypoperlusion wdl occur In addlbon. extravasa. 
tlon ot protetn and tlu~ds mto the eatraMscular space ml1 lead to edema tormabon and creabon of effustons 

MedIcat management Of CLS beQr”S wrth Careful monltonng of the Patient’s fluId and organ pertuslon status Thus IS achreved b he. 
ouent determmabon of blood pressure and Pulse. and bv monnonng organ function. whrch mcludes assessment 01 mental status and 
u,,“e output HvpOvOlemla IS assessed Ly cathete”zabon and cemral pressure monltonng 

~t~x,bd,ry tn bind and pressor management 6 eSSemral tar ~mammg organ pertuwon and blood pressure. Consequently, extreme 
caut,on should be used m treatm9 PatEnts *Ith twd rewements tar k9e volumes of lad leg pabents with hypercakemra). 

Pabents sth tr@Memra are managed bv adm”fste”“(l IV Rules. e&r coltords or crystallords. IV flurds are usually glen when the 
central venous PmSsUm UP) rs b&w 3 to 4 mm H,O &recbon of hvwvotemla may require large volumes of IV flurds but cautron 
Is requned because u”Mafned Ruld admmrsmaoOn may exacerbate problems associated wdh edema lormabon or effuslons. 

W”” extravascular flmd accumulahon edema 6 Comman and some Dabents may develop ascltes or pleural eftuslons Manager& 
o, these eYems depwds M a careful balanwnp of tM eMsot lknd SMts so that nenher the cansequences of hypo&m (e.g 
organ periuslonl “or the CO”SeQuenCes 01 quid aCCumulatlo”S le 9 pulmonary edema) exceeds the pabent’s tolerance 

tw,,d 

wmu;ai ekpenexe has shown that ealtv addmmsmDon 01 do9armne (1 to S rg/kg/mm) m pabems mandesbng caplary leak synrjme, 
betore the Onset Of hvWten~M1. can MP to mamtaln organ perluSlOn PartKularty to the krdney and thus preserve urrne output. w 
and unne output ShouM be CarefrJttV mOn”ored tt organ PerfuYon and blood pressure am not sustamed bv dopamme therapy, Cknlcal 
m~e5t19ators have HIUU& the @o% of dopam 10 6 to 10 pg/l;rlfmm or have added phenylephnne h@chlonde (1 to 5 ,,g/kg/mn) 
IO low dose dopann”e (See “CUNKU ~ARMAcouw;y” Secbo”. “Clinical Experience” Subsecbon). Prolonged use of pmsmn 
atherrn combl”atrOn Or as ndMduat apWns. at Mbw3v hqh doses. mav be amated wdh cardiac rhythm disturbances WOTE: p& 
m(hcmedrypodo~~tkn~~~mprrgnpb.Ihep~~rhouldnlertDthaprlupein~fwlhera~prod~. 

Fa4ure to mamtarn organ PefluWJ dernonstnted bv altered memat status. reduced unne output. a tall I” the srjtokc blwd pressure 
belwv 90 mm HQ or onset ot PrdlaC arrhVth”Ms should tead to hokIm the subsequent doses unbl recovery 01 organ pertwon and 
a return of systokC blo@mssure abcrre% mm HQ are observed 
tion” Subsecbonl 

(See “DOSAGE ANO ADMINISTRATKIN” Secbon. “Dose MN& 

Aecowrv fmm CLS beOrns soOn aner Cessabon ot FWW8n theram Usually wrthrn a tew hours, the blood pressure rises.. organ per. 
fusmn IS restored and WoWOn Ot axtRvaSatMl hd and Protern begr”s If there has Lieen excessrYe werght gam or edema formatron, 
PaRKutarlY If amrated mth Shormes-5 Ot breath from PIMO”arYCO”geSbOn. use of drurehcs. once blood pressure has hormal@j. 
has been shmw to hasten cecwry 

Oxygen IS gwen to the Dabent lt pv~monary kn!4bon nMn”onng COnhrms that P,O, IS decreased 

Pmle&n admuusrratlon maY cause ane”U and&f thr_opeMa packed red blocd cell transfusmns hm been given both ior 
~~~~~tu~~~~c;lrrynpcaRaaryAfleHtramhrvaa~been~to~a~e~mbocytopenla 
and 10 reduce the WI Of Gl bhdln9 In awltic !&kq~~ ula nwtropema are observed. 

P&ubn ad~rat%i~ Rsutts m @@r clMS ngas PrunM ti &astmntest~nal ?& elfects In ~st pabents treated at recommended 
doses These Me eflects have been aggmWelv managed as described In the “CUNICAL P~~ARMACOLLIGY” Searon. “Uinkal 
ExpelimM~subsectm 

Renatndhepaachmmam~~~~kd mnwmsR~knowntok”epiwmxcorhepatm~ 
may tunher Increase toxlnr, to the Mm?y or IMr In ad&m” reduced Mney and kver h~nctm secondary to Pmleukrn treatment may 
delay ekmrnatm of concomftam med~3ms and ncnase the n5k ot adverse events horn those drugs 

Pabents mayapenence mental status changes mcludmg rmabkty confuoon. or depresston wkle recewrhg Pmleukm These mental 
status changes may be n’&atorS Oc Mcterem or eady bactenat sews Mental status changes due solely to Proleuknt are generally 
reverwble when drug adnunmrabon 6 dtscc~~~wd However. atterabons In mental status may progress for several days before 
reccNery begIns 

tmoanmem of thyrod tuncbon has been rezoned kIh~~9 PmIeukm lreatment A ynall number of treated pabents went on to requtre 
tm replacemem t”erapl Ttns ~mpurment ol thyrwd hmbon may be a ma”destabon of autolmmumty consequently. ex~racaujm 
should be exercrsed when treabng paths vnth known Ulrmmrmne disease 

Pr&km (aidesleukml enhancemem ol cedar Immune hmctm may increase the nsk of allograft retecbon m lransprant pabems 

Monlofy hB: The fotlomng chmcat evaluat~ns are recummended lor all pabents. pnor lo bepmnmg treabnem and then dalydur- 
mg drup adrmmstratmh 

l Standard hematotoqc tests - mckidq C8C Werentra4 and platetet coums 

l L&xl chemstnes - nxiudnp e&trc+tes renal and hepahc hmcbon tests 

l chest r%3ys 



Dldy nvmltonng &mg therm WNI PmWm should m&de vdal agns (temperature. pulse, blood press~m and msplrahon rate) and 
werQ~ tn a patrm WNI a deawed blood txessure. especially less than W mm Hp. constant catdrac monrtonng for rhythm should 
kmucted nnlbmnulcmprcloc~mK~n.anECGshouldbeperfo~med.V~sylnsn~hypotenvvepaOensshould 
be taken hourly and central wws pmsure (WP) checked 

Dunng treatment. ptdronary hmcbon should be monrtored on a regular basis by clinical exanWation. assessment 01 vital signs and 
pulse 0x1~ Patrents wim dvspnu or chmcal wgns of respiratory rmpalrment (tachypnea or rales) should be further assessed with 
artenal blood gas determnubon These tests are to be repeated as olten as clinically indiied. 

~~r~funcwnK~ssed~bydwcalexa~andassessmemofvitalsjgRs.PdtientswithsignsorsFptwolchesrpain. 
murmurs. gallops. Irregular rhythm or palprteons should be further assessed with an ECG exammation and CPK evaluahon. I! them 
K mence 01 cardrac Kchemra or congestive heart failure. a repeat thallium study should be done. 

m I&: wukrfl may affect central nenws tunctron. Therefore. mterackms coubccur folbwng concomitamadminismnis- 
tM,on 01 psVChMmprc drugs (e.g narcotrcs. analgesics. antremetics. sedatrves. tranqurllren). 

&urmnt adrran~ration d drugs posses%ng nephmtoxrc (e.g. ammogl$ostdw. lndomethacln). nT@tOXic (e.g. cytMoxic chemo- 
therapy), &~]tu~ic (e g doXorub%mJ or hepatotarlc (e.g methotrexafe. aW~glr@se) effects with Pmleubn may mcmase tmicity 
rrl drese organ wem The safety and efficacy of Proleukm in combmatron wrth chemotherapes has not been established. 

~hQtuMWW&Wbeenshcmntoreduce PrtWW&Asldeeflectsndudnpfevermnal~,~rtikrutvneti. 
conf~ym and dyspnea.” concomdant adrnmistratron of these ageMs with Proleukm may reduce the antrtumor effectiveness Of Pm- 
reutonandthusshouldbesvorded 

Beta-blockers ad Mher antthypenenwves may potentrate the hypotensMn seen with Pmleukin (aldesleukin). 

~&nopmljr Mubgeneak_ lmpahmvni d Faillily: There have been no studies conducted assessing the carcinogenic or muta- 
gernc potentral of Pro&km (aldesleukm) 

&m m been no stu&es earducted assessing ti effect of Pmleulan ~1 tertilii. lt K mcOmnW&d that this drug not ba administered 
to lefllle pe~ons of eoher sex not practrcmg elfectrve contraceptron. 

I$ege~~Ca!e~rtePorVC Anr~lreprodudronst~shavenotbeenconducfedwithPmleln.Itisalsonotknan,wherher 
~untause~harmwhenadmnmeredtoapregnantwoMnMcan~tfectreproducbMlcapac~.lnviewofMe~advene 
ettects 01 PmWun. rt should only be grven to a pregnant vmman wdh extreme caution. weighmg the potential benefit with the risks 
assoaated tih therar~ 

Nm ydlrr: It 6 not Known *Her ths drug K excreted In human milk. Because many drugs are excreted in human milk and 
becauseot the pamtul W senm~ adveKe reactions m nursmg Infants fmm Prokukm. a decrwon should be made whether to drwon- 
tmuenunmgorto Wontmue the drug. Lalong mto account the importance 01 the drug to the mother. 

RdbNkUn:Wtyand e%%mess 111 children under 18 yean 01 age have not been established 

ARVERSE REAUIONS 

The rate d dnq mtated deaths n the 255 meta.staW renal cell carcmoma patrents on study who received smgle-agent Pmleukn was 
4% (V/2551 

FK!~Lwc$ nd SMny o( adverse reacbms to Roreukm have generally been shown to be dose-related and scheduledependent Most 
*se re%%ns are Sen-Cmmnp anfJ arc usually. but not mvanably. revemble vnthrn 2 or 3 days of drscontmuation of therapy. 

Examples of adwzrse ruEwns rnth permanent sequelae m&de: myocardial infarctron. bowel perioration/udarction. and gangrene 

The mast hwumtty mported serious a@verw reactions Include hypotension. renal dysfunchon nth obguna/anuna. dyspnea or pul- 
moru-ympamn nd~ama~(r.e..~.~,contusmand~).Omerse~t~haverduded: 
n+uarW achcrm. myourdms. gangrene. respiratory tarlureleadmg to mtubation. GI bleedmg requinng surgery. intestrnal perfora- 
tmn/*c6. arm. seuure. %?~KK and renal mpanmml mqumng dra@s. The incidence ol these events has been higher in PS 1 patrents 
than n PS 0 panems (SK “CUNIW PHANWOlflGV” Sectron “Cliekal Experience” Subsectron). 

Ths k&mmg dna on adwe ~acbons am based on 373 pabents (255 Wh renal cell cancer and 118 with other tumors) treated with 
the ~awnm*wleo MIX 8 hour tS_mWe ntusMl dosing reprmen These panents had metastafrc or recurrent carcinoma and WR 
emuned n ml mats m ths Unrted States. 

Organ systems n wiach reac~6 occurred m a srgmhcant number of the paherds treated are found m the tollowIng table: 

TABLE III 
Incidence of MWIWJ Evank 

HdPaNenk EvanN~NedySyalem 

Gastromtestmal 
85 Nausea and Vomrtmg 

z 
Drarrhea 
SlomatltlS 

22 Anorexra 
8 GI Bleeding 

Hdhlienk 

87 

3m2 
27 
13 

1 
1 

C%t$anon 
IMestJnal PertoratmrVlleus 
Pancreatdrs 

Neurologlc 

Mental Starus Changes 
Duzmess 
Sensory mnxtbon 
Special Sensory Drsorders 

(won. speech. taste) 
Syncope 
Motor Gystunctbon 
Coma 
Seuure (grand mal) 

2 
7 

; 
<l 

73 
17 
10 

: 
2 



. 

AE III - Continued 
lncidsnce of A&w-se Even& 

-cmsllhn 

DVSUM 
Renal lmparrment Requmng Chalysrs 
Unnary RteMlon 
Unnarv Frequency 

HIi 
Etevated BthNbln 
Etevated Transamrnase 
Etevated Apalrne Phosphates 
JauMce 
Asates 
Hepatomegaty 

Hematoio9k -_. - ~. 
Anema 
Thmnkccytopema 
leukopenra 
Coagutabco lhsorders 
Leukocytosrs 
EoSnopMla 

Abnormal Laboratory Flndrnps ___. 

%zYasema 
Hypocakema 
Hypophosohntn”a 
“vporaremra 
Hyperuncemra 
Hypoatb”mnemra 
Hypoproternemra 
HVWnarenna 
Hjperwerrw 
Alkato% 
“yl”wwn”a 
Hypen$wua 
Hvpocholeaeroterma 
Hypercakemu 
HyPSM”en”a 
HVperphmoMema 

11 
4 
1 

16 

1: 
11 

! 
0 
7 
4 
4 

: 
2 

M”sc”loskektal 
Arthratgra 
Mvatora 
Arihkts 
Muscle Spasm 

Endocnne 
Hypothymrdrsm 

General 
Few and/or Chdls 
R”l&ltss) 

Chest 
Back 

h$WeaknessIMahse 

lnlecbon 
mctudmg unnary tract, rnjecbon yte. 
catheter trp. phlebrbs. sepsrs) 

&ght Garn ( 2 lwb) 
Headache 
we@tt.osstrlmb) 
Contunctrvrbs 
Intectron 9rte Reacbons 
Atlergrc Reactrons (non-anaphylactc) 

0th~ serious awse events rrn dewad tram mats uwiwng more man lso0 pabents treated wim Pmleuhn-baw regmns ~ng 
a variety ot doses acd schedu& These ewts each occurred wth a frequency ot < 1% and rncluded~ lrver or renal tam resulbnp 

n~.~~,wRabMlpr&abon.~neaoos;W~anest.mpcarbm.Md~~, 

Demurnocb;nsnbhamsecandarymoplcnwna;tatdmalpMnthypwmemua;pulmonaryedemaresumngndeam:respl~ 
urm.~mpnay~.~~.~aChemcaRadcm~;cerebraledeM:pencardms:all~nterstmal~, 
tracheaS00hy)Cal hstuta. W pulmonary embob. s-ewe depressron teadmg to surcrde 

OVERDOSAGE 
5d-e etteas blomp tha “se ot Pmteln are dowrelated Admrnwabon ot more than the recommended dose has been ~ate,j 
wthamcwaprdonsetoRxpecteddose~ hx.r~dres 
ladykcauSensSenmhan4~6m~~ rru%tntcu~~ secbon. “PbrmotoLinabtr 

Adverse nachons generally mll reverse when me drug ~ssropped, m. 

” SUB). Anycormnu- 
erg symptoms shouk be treated suppwvaty Lde mnatenmg tOxlCltleS have been amelrorated by the rcmeno~s admcnm of 
deummrunc”~mymullnloss0lmerageuhCeH~homPrdeulon.W~:Riorb&~d~~~. 
ctmrloJlmhrbtbepclgrhmltlbk~wt. 
DOSAGE AND MMlNlSlRATlON 
Ptde&m I- toC qectml should be addmastered by a 16munrte IV rrd”.won we 
Nvrmewme ‘1IDIMRows’: xwmAmMuTIMIs’: “wlnINw. TREwmGN 

6 hours Before uuttatrn treatment care. 
%:a*“‘~&“~, 

part&arty mgardmg p&mt sekaion. possrbk serious adverse ewtts. pabent monrtonng and nithholdrng dosage. 
The tdkwrg srheduk has been used to treat adult pabents wth mefastatk renal cell carcrnoma. Each course ot treatment corm.~ 
ottwJ5davtreatmentwtesseoaratedbrPrestow!od 

~Rbanshouldbe~~bcnsponselppmumately4weeksatterco~dawuneofmenpyandagnlmmdC 
atety prxu to tR rcheQJed start oi the nat treatment course Mdmonal couiw of treatment may be gtvan to pabents m d mere 
1s scme Rum SWaga tolamg me tast fause and re~natwnt IS not contnrndrcated t9ee “MN7RAtWMuTH)w” 9ecbc.s). Each 
treatment course shwk be separated by a rest perrod ot at least 7 v&s tmm the date ot hostntal drscharge. Tumors haw conk& 
to~nSs~to12~~me~ot~ukn~rapy. 
Daae NadHkaUm: Gose mcdrhcahu~ br toxkoy should be accomphshed by holdmg or mterruptmg a dose rather man redwng me 
dose to be gwx Dewa~s to stop W. M festart Pmteukm thew must be made after a global assessment ot Me patient. With 
mrsnm”“.theblkmmgg”ldebnesshoL4dbe”sed 
Treatment wth P&ukm Iak&eukmt should be pernwntly dtscontmued for 

ow SVaem 
Camr 

R-e treatment lor me totlwng toxic&es 
suawd uantrkutar tachycardra ( r 5 tms) 
Cafbac dqthm disturbances not contmlted or unresponsno to management 
Rcunent chest ~SJI wth ECG changes. documented angrna or myocardral rntarcbon 
Rncardraltampwrade 
lntubabco reqtnmd > 72 hours 
Rnat d@mcbcn requmng Lalysrs > 72 hours 
Comaortoxnps@osslashng >46ho”a 
Rpebuve or ddhcuh to comrd seuures 
&et rschenua/cwkratmrGI bteedry requmng surgery 

P”hlbXla~ 
Rnat 
Central Nerwus system 

GasImrntestmal 



m gmtdd be held and mtaned accordrng to the ron~~g 
HolddfJsetor - 
Atnal hbnllatron. suoravemncular taclricardra. 01 
bradycardra that mjuues treatment or is recurrem 
or persrsten! 
Synd~~ bp < 90 mm Hp wrth rncrewg 
Rpuuements for pmssom 
Any ECG change conwRen wdh MI or rschemra 
wdh or wdhoul chest pam; susptc~on of cardrac 
rschemra 
0 saturabon <94%onmomaiior &J+bvnth 
Arten 0, ty nasal prongs 
Mental status changes. including moderate 
contusion or agrtabon 
Sepsrs syndrome, patient Is Ckally unstable 

Serum creabmne ~4.5 mpldl or a serum creaomne 
of4mordlmtheomsenceofsevemvolumeover- 
load. abdosrs. or hyperkalemra 
Persrstenl obpuna. unne output of 5 10 ml/hour 
lor 16 to 24 hours Wh nsrng serum creabmne 

Srgm of hepabc failure rncludinp encephalopathy 
mcreasmg ascrtes. bver pam, hypoglycemra 
Stwl guarac repeatedly >3-4+ 

Subsequent doses may be pven d 

SYSI~C bp 2 90 mm HP and stat+s or rmProvmp 
nguuemems for pmssors 
@em IS aqmptomattc. MI has been w out, 
cknrcal suspcton of angina is low 

Gasatumtkn ~94%~~airoI Z$@bfith 
2 lien Oz ty nasal prongs 
Mental status changes compietely resohed 

Sepsis sYm$me has resolved. patient IS e~olcaliy 
stable. mfecbon IS under treabmm 
Serum cf’eahnlne ~4 mgldl and Rurd and e&m. 
lyte status n stable 

Unne output > 10 ml/hour wdh a decrease of 
serum creabmne 2 1.5 mgldl cu normalrmboe of 
semm creabnme 
All signs of hepabc fadme have reso& 

Smol guaiac negative 
&&bon Of all sinS Of ~&US derrnebbs 

1 pror-eutrm rs a sterile. whrte to ofMute. preservabve-free lyuphrlrzed powder sudable for IV mfusron uponreconsbb,bor, and d,lu_ 
MyI ~VIAL~WS22HILLIMIlU~3YO)OfPRWUI(IWMD~IKR~~~,~2*~ 
IJP ~TERII.E MTUI PO9 IIuECTIOtI. USP. WHEN RECDNSTIWTED A.3 DIMtED. WII ML CDtms u M,~, w (l., MD) 
0~ PGGLEIJKIN. The resulung sdubon should be a clear, coiodess IO sbphby yellow @rd. The WI IS tar yngc~ omy and any 
unusedportmnshouldk~rded 

2 G,,rm,~ mconsbiul~~~. lhe SrenLe Water for Injecbon. USP should be directed al the side of the vial and the comerqendy wded 
roaKildexesstoamnp M)WrsnME. 


